Proline 1 H δ -
Figure S1 Proline 1 H δ -13 C δ cross-peaks in the 2D CT-HSQC NMR correlation spectrum of wild-type FKBP12
Resolved resonances were observed for the major slow exchange state for all seven proline residues as well as for Pro 88 and Pro 92 in the minor slow exchange state. Owing to conformational exchange line-broadening, the major state cross-peaks for Pro 88 and Pro 92 are strongly attenuated, yielding intensities that are similar to those observed for the minor state resonances of these residues. Indeed, the resonance for the upfield 1 In the fast exchange limit analysis of relaxation dispersion data for a two-state process, ex = ω 2 P A (1 − P A ) = R ex (k ex 2 + ω eff 2 )/k ex , where ω is the chemical shift difference between the two conformations, P A is the population of the major conformation, R ex is the exchange contribution to R 2 , k ex is the conformational exchange rate and ω eff is the effective spin-lock field. The CPMG-based R ex estimates were derived from extended Lipari-Szabo analysis [2, 3] For the residues that give rise to fully resolved resonances for the minor slow exchange conformation, the R 2 relaxation rates at 600 MHz 1 H (black) and 800 MHz 1 H (grey) do not significantly exceed the average R 2 relaxation value observed for the residues which do not exhibit conformational exchange-dependent line-broadening (broken lines). The lower R 2 values observed for residue 90 correlate with comparably lower R 1 and NOE values at this site, consistent with internal mobility in the picosecond-nanosecond timeframe for the tip of the 80 s loop. 
